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p ^nw OF TMFFmrnKt, WTTTT ft BTOAfTfYR MATERIA!,?} 
Eac aESffl Arm w nWT ft pTnnFf;p at> A Tff F-BTOCOMP ATIBLE 
P^T.YMFRTfl matrix 



5 J ^QYPTtMMFfrr TNTPR1EST 

6 The invention described herein may be manufactured, used and licensed 

7 by or for the Government for Govermental purposes without the payment to 

8 use of any royalties thereon. 

9 ft r^pn^S REFERENCE 

10 TWs application* a contfo^ 

11 Serial No. 08/590,973 filed January 24, 1996 which in turn is a 

12 continuation-in-part of U.S. Patent Application Serial No. 08/446,149 fifed 

13 May 22, 1995. which in turn is a continuation of U.S. Patent ApplicationSatt 

14 No. 590,308 dated March 16, 1984. 

1 5 Additionally, this application is a continuation-in-pait of U.S. Paint 

16 Application Serial No. 08/446, 148 fuVd May 22, 1995, winch in turn is a 
,7 continnaooo-nvpart of OS. Patent Application Serial No. 08/867,301 fiU 

18 April 10, 1992 now VS. Patent No. 5,417,986 issued May 23, 1995, wtt* 

19 torn is a cemtinuation-hvpart of U.S. Patent Application Serial No. 5903 

10 filed March 16, 1984. 

fl y FTFT T> OF TfTP TMVFNTTQN 



This invention relates to compositions comprising active core 
material(s) such as biologically active agent(s), dnig(s) or substances) 
encapsulated within an end<apped or a blend of uncapped and end-capped 
biodegradable^bicjcompatable poly(Iactide/glycolide) polymeric matrix useM 
for the effective prevention or treatment of bacterial, viral, fungal, or parasitic 
infections, and combinations thereof. In the areas of general and orthopedic 
surgery, and the treatment of patients with infectious or chronic disease 
conditions, this invention will be especially useful to physicians, dentists and 
veternarians. 

jy RAfTCdRQ tpjr) OF THE INVENTION 
Wounds characterized by the presence of infection, devitalized tissue, 
and foreign-body contaminants have high infection rates and are difficult to 
treat. 

To prevent infection, in bone and soft tissue systemic antibiotics must 
be administered within 4 hours after wounding when circulation is optimal. 
This has been discussed by J.F. Burke in the article entitled The Effective 
Period of Preventive Antibiotic Action in Experimental Incisions and Denial 
Lesions-, Sugg. VoL 50, Page 161 (1961). If treatment of bacterial 
infection b delayed, a imlieu for bacterial growth develops which results k 
complications associated with estaMished infectkns. (G. Rodeheaver et aL, 
-Proteolytic Enzymes as Adjuncts to Antibiotic Prophylaxis of Surgical 
Wounds'. nTTTTirnn TfflTTT"' " f SimCT - Vol. 127, Page 564 (1974)). Or 
infections are established it tecama<m&*q*ubtyidnhiaerceait 
antibiotics for extended periods at leveh that are safe and effective at the 
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1 wound site. Unless administered locally, drags are distributed throughout the 

2 body, and the amount of drug hitting its target is only a small part of the total 

3 dose. This ineffective use of the drug is compounded in the tranma patient by 

4 hypovolemic shock, which results in a decreased vascular flow to tissues. (L. 

5 E. Gdin ct al., Trauma Workshop RepoitrSdmckrheology and Oxygen 

6 Transport", Tn,m»1 Trauma. Vol. 10, Page 1078 (1970)). 

7 Additionally, infections caused by multiple-antibiotic resistant bacterial 

8 are on the up-swing and we are on the verge of a potential world-wide medical 

9 disaster According to the Centers for Disease Control, 13,300 patients died 

10 in U.S.' hospitals in 1992 from infections caused by antibiotic-resistant 

11 bacteria. Methicillin-resistant S. aureus (MRSA) is rapidly emerging as the 

12 "pathogen of the 90V: 

13 a. Some major teaching hospitals in U.S. report that up to 40* 

14 of strains of S. aureus isolated from patients are resistant to methicillin. Many 

15 of these MRSA strains are susceptible only to a single antibiotic (vancomycin). 

1 6 b. Should MRSA also develop resistance to vancomycin, the 

17 rnortatity rate arnong patients who develop 

18 80%, thereby increasing the threat of this infectious killer. 

19 Moreover, Vancomycin resistance is on die up-swing: 

20 a. 20% of Enterococri arc iiow resists 

21 b. In 1989, only one hospital in New York City reported 

22 vancornycirHresistarUErUerocccci By 1991, the number of hospitals reporang 

23 vancomycin resistance rose to 38. 



• fi ~ntlv reduced their research and development 
^rtdv cBminaled or significantly reouccu 

^ . According to a 1994 report by the 

—PM in the area of antibiotic research. According 

rr K^tv Workshop in Multiple Antimotic « Bacteria, we 
Rockefeller University wens™* 

are on the verge of a meoicaiai 

„ hen even small infections could turn lethal due to the bclc 
pre-pcnicillin days when even snuu. 

of effective drugs." - , 

u - ;«f«-rinn^ is still a source of 
«•;« rt«rd tissue or bone infection; » *u» 
techniques, osteomyelitis (hart tissue 

• . wdtv hospitalization. The failure of panents 
morbidity often necessitating lengthy hosp 

m ,,„iformlv to conventional treatment tos 
with chronic osteomyelitis to respond umformly to 

W1U1 -.^t,r,HP< Local antibiotic 

. „f osteomyelitis for the past decade and has been 
<~_- nv for the treatment of osteoroyem» 

^.inseveralcnnical^mdie, The beads are implant 
iepoIted to be effkaaous in several cu» 

of surgical mtervention where they P^vidc 
mbtr*bcneattbetuneofsurgi»i 

Prions of geiaanticin than could otherwise be 
significantiy higher cor^tr^ 

. _ • „^ administration. Serum gentamicm levels, on the 
achieved via systemic auuuu— . 

hand, remain extremely ww u»« 

_ :„ fflm e patients receiving gentamicm 
^ and ototoxicity dial occurs » some patients 
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Since SEPTOPAL TM is nor conendy approved by the Food and Drug 
A4mil * tnli0 n to oro in theUntodStafcs, someonhopedic ro*eonsinthU 
country are bbriradng their own 'physician-wade bends* for dm tientiocnr of 
^oafcoroyends. A major disadvantage of she beads, however, is that 
^d^PMMAis^.biod.gsadablei.ropro^aforeignb^and 

^ be rerooved « — 2-~* poros.pian.non drercb, » 
^cnroaanaddiboaa.ro^pro*"- A Wodegiadable-biccompitabte, 

nndbiodc caroer. on the «h« band, we** dimroate theneed for this 

. ^^H-allv reduce both the duration as 
additional surgical procedure and may potentially reduce do 

well as the cost of hospitalization. 

Tneconcep.of to!, roatabKd release of anobioncs iron infect b» 
U described in oeenrb^nnrre whemn andbiodo-impregnared PMMA 
^^nron^dro.ea.ebronicos^n.venda. The technic * -end, 

^^nnan^i-o beads ■ha 1 aro7m» in dian-er. Tbesebeadsaro 
^neannrot Tb^ aro, however, significant pro^ wi* dna 
^cen^burwid.on.d.an^ofron^ode^^een^gradv.By 

a^^o.d^e^U.ebasbeensbow.rodee^d.abauyof 
p0lJ n^^i~»P^^ Mto,aia;4)ftebOd540 



equivalent in efficacy to longer arm v 

antibi0dCS - . oMlts ta ve their first contact with the 

to ^y instances, infectious agents have thar 

f Mneosal protective immune mechanisms 
^„ these agents from colonmng or 



^-■■i»e mucosal immure repon* o>t» 

. ^„ the mucosal surface, ana p«u 
the anugen at the muco^ wen taken up by the gut- 

„ . mrthod to induce mucosal immumty. Antigen taicen 
effective method to ino thft Tver's patches in mice, 

• ^ ^ohoid tissue (GALT), primarily by the Peyer pa 
*^ lymPh ° . . ^Bcdl responses or stimulatesT 

stimulatesTbelperccU^^ 

^eeasCTs) » niediate Uie unresponsiveness of oral tolerance. 

^^^^^^^ 
paniculate anhgen appears to snu 

favoraresponsebytheCTs). Although snuhes have 
soluble antigens favor a response 

doc, induce an intestinal mucosal 



cooceatrafi ons m the Peyers pu~— 

, o#«etory IgA in the intesnn; 



^mcms 0 s e »m.«Ul^ tefenMMn ° f 
mfibcdto dot »B1 »"•* 
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a diseases such as typhoid fever and 
are injected to protect again* ox 
1 areinjeciw , ^ ^ .^t^ aeainst ^ diseases such ^ 

^omyelitisandn^ 
. it is not always possibte, however, to smn 

The vaccine pieparation must be 
5 merely by injecting the tore** agent. The vacone prcpu 

• thatis umustbeabletoindncean^response. Certain 
immunogenic, that is, it mu* 

3- innately immunogenic, and may be 
aeents such as tetanus toxoid ate inn»«J 

.^without modification. Other important agents arc not 
administered in vaccines without modi 

• ^everandmustt^convertedmtoimmunogemcmolecu^ 

9 immunogenic, however, »• 

before they can induce an immune response. 

.^isacomplexsenesofreactionsthatcan 
n The immune response is a co 

„ generally be described as follows: 

12 B . ^ the body and encounters antigen-presenting cdh 

1 the antigen enters the oouy 

hi h oiocess the antigen and itaain ftagmeno of nw antigen on their suites; 
2. the antigen tragnw™ 
i«d bY T cells that provide help to B cells; and 

. onlv elicit aiitibodies w 

19 
20 



Most antigens only coat antibodies 

lT ^epe«dentCn>). These antigens, such as 



and, hence, are known as T 

nrf^ntins cells and thus activate T 
• ^tamocessed by antigen ptaenrmg ecus 
21 can be processes ^^^^^ 



22 in the process described above. 

23 tetanus and diphtheria toxoids, 
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^vJLrito, cannot be prop** processed 
. w ^nlvsacchandcs. 




pjrf vaccine (<fip*l ] * na » pert" 351 ^ 

a) T-ocpcnno* with the same 

be efidted upon secondary challenge «* 

n^a^ response can ^ « stimulated very rapidly 

or secondary responses are stun 

23 anti « ca - Mon ° iy fMl ibody that «e seen inpAnary respond 
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x esp on sivcflcss* 

«,) The affinity of the antibody anugen ****** «M> du* 
c)T <kpe»da*a.dse»ssS»n«atoa»nnn a «neoc«^ 

T-dependen, and S e»s usuaB, sdmnla* IgM. DO. Vfe -»> 

^Bandbodie, ** ** ^ 

IgG3 antibodies. 

^ chanctensdes of T*c*« v, T-inde,*tde« a»d E e»s prevtde 

T-dependent andgens can stimulate pritnaiy and secondaiy responses which arc 

^-Bved in both aduit and in neonatal inttnune ^srenu. on. reus, ft*-* 

tbus.vaccutesh^beenprcparcdusbago.d, 

an antigen, such as diphtheria or tetanus tosoid, bus such vaccines way require 
«. .* of adjuvant such as ahun foe sdmuianng optima responses. 
Movants are often associated nntotosic^aiwbatre been shown to 

ra ^,^dtoin^^^^-*° dto °' 
jpeasdien thai may be ondesiiabie. 

smaU p«dn, «h a prides, arc I— P* — * to 

Wsisesp^"^^^ 
are avaiiabie^^nave been c^ysyndKsisedto 
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m w very specific and highly effccQ ve 

~* T imkoendent antigens cannot stimulate 

antibcxly response, An even greater ^^ogical 

. mature or B cell defective immune system (Mond J J.. 
animmatoreorBcxu , .0.1*74 1977). 

o ^64-99 1982)MosierDE.aal.M^ U91874 ' 
Reviews 64.99, 19BJ T^pendent antigens is 

immune response to both T-mdependent 

not satisfactory for many applications. 

t ftAaJ endent antigens, it is critical to provtde 
Wim respect to T-mdepenoeni anu B 

Witnresp^ especially against 

dependent annge» dcterminant s of various 

the nrimary antigenic owau- 
peptides mat represent tne P nuu "' 
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pathogen, _^«toT-todependent 

Ooe approach to enhance me immune response to T iBoepciiBra*^ 

^pciys^^^^^^^ 

,^,l^^lr.ed..Comugate ^ 

„, m nnc4e*Y voL 10. 1989) or oligosaccharide anUgens 
andlnmmnotogy.vo ^ 0 u T -<lcpendent antigen such as 

al.,J.Inm«mo, ^^of TceU help m this way has beea 

,M^t«« diphtheria toxouL Recnntmew 
^ ^ ^. m ^ w to rnany infants u^ have been 

*a rrrovide enhanced immumty to w*j 
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. fanKt ^ to imtial immunizations. Thus, several 
only some infants respond w u 

w and protective immunity is often delayed for 
inununizndonaarertquuedandproiecu 

... immunizations may also be 

m on«hs. Moreover, multiple visits to receive unm 

m «tical facilities (espeaally m 

underdo 

dv dispose the antigen of interest within the polymeric matnx of 
homogeneously disperse tne an h 

* a biocompatible microspheres that are 
appropriately sized biodegradable-b,ocompan 

„,tm~A were readily taken up mtoPeyerspau. 

sutures), were reaun, Microspheres that were 5-10 

^ were rapidly Phages by macrophages Microsp 

^Pcver'spatchrbrupto35days, 
micrometers (microns) remainedm the Peyersparcn 

< wnmeter disseminated to the mesenteric lymph 
whereas those less than 5 micremeter dissemin^ 

^^and^lee-w^ 
te^ofspcdficsemmai-lsecrwan^ 

.» w^rtivattd influenza A virus were enhanced and remained devatol 
and mactrvaita inuucu~ 

- «„mired orally with niicroencapsulated 
^manimab which were immumzedorauy 

antigen as compared to amu-» 
24 .aU^AmlP*^^^*"^ 
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,i Marine of rabbits and ate therefore 

, -mrooathogeiuc disease, 

~r. BDEC-1 to pre*" 1 eotsT"""* 

--.^AFfiU promote" n*" 
.i.»««ie toast, eiprcso" 1 of ATM" F 

^toa* Anfr^ntlaoubo^t-ve been shown to 



9 identified. 
10 



tolBecunettstuoywelu 
TorBc ae P i^.so»*ea^ae i as^ofAF/ I U. 
probable T or B ecu r~ Atones have been 

M««ddes that include the predicted epitopes have 
^;ff««it 16 amino acid pepoaes 

! ^t^^Bcettep.^.^-Tcetep^.^ 

123 as aT and Been epitope, ano at 

^lifesafcaoftjtnp**^ 0 "" ^ 

°« tad of lb* ft** 

. Knear ocptide antigens- CFA/I p«li» siP 0 *read-nto stroctntti 
which are cowir^ ^^-Oe R coU (EIBC) 
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(5);tbeiefore,* va ** u * In addition, 

hft«t tissues and subsequent disease m 

p^^^-^ ^^^^ 

m rrS2^ and CFAAV (CS4) (4), a sun 
contained epitopes from this area 



epUopo EIEC wta* «*» *» 

stibaBil vacant. „ ^-sabumBfo^ 005 " 011 



Mr ^ M PCT/US98A)1556 
WO 9802427 



, _ We wished to identify areas within tbeCFAA 
human intestinal mucosa. We wisneu 

. t ^11 coitopes that are capable of 
.■^ ^ contain imnnodonunant T ceU epitopes 
molecule tnai «~ in B rim2ies as 

' ~>t mediated portion of the immune response in pnrn^ 
emulating thecell-n^ed^ ^^(a)^^ 
^^unc^tBceUcpi^ ^ 
the Utenouie on the complete amino acul sequence 

^^multipU^Ncc^ofputified 
(b) immunized three Rhesus monkeys wrth m 

• . synthesized 138 overlapping 
CFA/I subunit in Freund's adjuvant, (c) synthesize* 

^des which represented the ofthepep6dcs 
t£chrilQue (Cambridge Research Biochenucals), (d) teste* 
technique s .ve immunized monkeys ma 

^^^^erf.-^ 
. . ^i-* CFA/I protein, and (0 testeo sew 
Tf-nresented the enure u«i f« 

represent PJJSA assay. A total 

- TP ^ octapeptides in a modified ELU» a as-jr 
for its ability to recognize the oaapc*. 

of 39 different CFA/I cecap^ ^ 

. w rtsponses wxmniiig with* d^ region, 
response with the majority of the respond 

. v „ 040 70-80, and 126-137). 
• /^deabeom^g widireSuh,eS 

en*****- Hie epitope al poaikn 

epitopes at 93-101, 124-136, 66-74, ana 
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^^^^^^^^^ 

that are common to known r r- 

, ation between algorithms predicting amphipathc 
others which uses a correlaoon between 

9 helices and T cell epitopes. 

»i, to view of the enoimcm scope ofUM 

, of wound infections- Baa 

W ^^^^^^^^ 
freepfogrammablesustaincu ^ . 

^^.pcrtoaofop^CO^in^po^ 
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from destruction, theieoy cn> 
8 within the mamx from ^ rf 

, me benefit of a continuous susiau 

: nr^- 

wi,t«i. but is not limited to, mew-w 

«««nts have high toft ct100 1310 
24 sustained (over a penod op w 



^ ^ ^r-riiv one can achieve a 

^ enwroa""*- phase I 

.pp^- *• — «• ^ imroone ^ 

• by tetrode ot a. ai>»g« » mM0H ' 

and subsequent processing m locai ^ocytixed 
. Ismail enough in s!ze to be pteg«^™» 
-c^«— — ^toind^ an elevated loca^ 

^^m) as being able to mciw « 

_ Applicants' invention for this appu t ' uwl * 

^„.aa^M«^^^ 

• m mucosal membranes u» F lu 



fajeC60 °* arc administered locally, applicants 

in those instances where antibioses arc admins 

. strolled release of the antibiotic from with* a 
have found that the controlled rora~ 

. v m ,mx within 14 days to about 4 

biod egradable*i^^^ 

.« ~~dallv useful. However, tf 
^ without significant drug tradrng . especrally use 

, ofa logically active agent from a polymenc matru 
desired, the release of a biologicany 

. „ M __ d of uncapped and end<appefl 
comprised of an active agent and a blend of uncappcu 

polypeptides, are described m app 
OR/590 973 Bed January 24, 1996- 

^f^hvpersensidvityandy^anaphyl^ 

.« tobctt ^ antibiotics soc^ 
(especially to beta-tacaw 

tdW-*" toeally ^ -cxcencapsulated 

xespooseloanv - xr^landi). This response a 

The response to vaccme anogc« 
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- T-hi, Vnowkdec stimulated additional 
of this invention- the pdymenc matrix. Tlnstoowlcdg 

, . «. 0 f agents on the immune 
^ xelevant to the effects of sustain release of agents 

response 

«, in ^ «o fern, of deUver, which can be 

^ ^ PLGA oncospheres^ ** - «— 10 ^ 

a* „ - W, 0— - — * - ** b ^ 

■ . „f ike kodv Ooealned ejmcdiulii delivery), 
.issues within a specific reg.cn of the body poca""» 

AppUo nts have ptep^ aoohiooc ... hoponns vaccme formnlano, 
which funcnoned b, delivenng ***** eatmcennlar doses of the* *nve 
^ ^^ach^hy^^vd^eouc^which^ 

as a depot for the dnig oc aniigco. their large size 40-100 microns in diameter 
^ to hem t pnU0c^-«•^ teta, ^ 
n^c.o^mmasofm.ood,. It* dn, agmu mads won dm, ^Uased 

^ tota n«d i am^-^^ tateieOTto,0,Vay,,i '' 

r^,sni^P-^eaMbi,edb,,he 

^^^ap I «-•--^ b,to! » OTta,0, 
^^ofimmone^ Ws^of h^del^b, 
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to achieve localized conccntranom 



of inierospheres to tissue - « 
topical app^ of «m * _ totooev dopmeutofa«oral 

... ««ts was subsequently applied 

• ^ tier's dianbea caused by E-CoU. Vacane 
for protection against traveler s oiarn«- 



of therapeutic agents' 
vacc j ne forprotecdot 

^ mm ^^"^ 



vaccine — , 

. wh ose diameters were 
^sulated into microspheres whose 



, . < in micron size range i 

. mWa of this size would not reanuj 

nucrospheresof fogcsDO n of these microspheres 

. orrms the gut wall into the body, wg~" 

^ ^ed by topical application of the 



thus consulted a legalized delivery 



( topical application resulted in the 
v the waU tissue of the gut This topic* w 
spheres to the wau u*> Pever's 

_f iw sohere into the reyci > 
w of a small percentage of these spnere 

localized trapping of a sman i~ : na localized 

. proceeded to rdease their antigen m a locauzea 

patches where the spheres proceeu 

, cells located within the intestinal Patches. 

— i~tr — — "~ ~ 

anesthetics to exposed dental prfp to 

Min and inflammatory responses. Agau», 
control pain ana in. ,^100 urn m diameter) and serve 

ft f delivery are relatively large (40-100 um 

"** ntoawb "^ ^^^^ 

_ 0 f small diameter micros^ 
^ some of tliese center cm the use ot ^ 

^ 5 nucroiism diameter. These spheres *o« 
oehvery of drugs or antigens. Theconc^ 
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targeted of the body ^ganflcss of thor 

^ OTWTmach is useful in development of anutnbercular, anting 
bc>dy. Tins approach is userui . nrf intracellular pansto. It b 

• u, fonnulafions against mtraceuuiai y~ 

antiviral, and antichlarnydial formuutu 

, ^ nes aeainst intracellular parasites and 
^ ^ for the development of vacones agatnst 

niectable depots for drugs intended for either 
^des in their usefulness a, xnjectable depo 

„wrv Typically larger diameter microspheres « 
localized or systemic delivery. Typify ^ 
locameo .. fW awav The local or systemic 

as these are less likely to diffuse away, 
used for depots as w« 

„,.„. m < is in part a function of the release raie me 
nature of these delivery systems is, m pan 

a the diffusion*! and solubility characteristics of ue 
^ftnmthedepotandthediffusi 6biodcs , ^ 

dnigbeingreleased. Cancer chemothcrapeuocs, systemic 

to hifectedbor*arepoten^ 
of antibiotics to uifected bone P° ^extended to few 

^mnical svstemic depot appucabon canoe ex 
Additional this non-topical systemi a 



. _v^, fn embonze and destroy a 
r „ «.Ment laden microspheres to emoou« 

m2b ^ tumor. Aooia , c „^ „ f ^ or eeo. 



^fortbemmodif^ofcelbor^ 
^ to ddrversnbstances useful for the * momno— 

bioenginecrmgorgen^ 

^ «caDsalated within a 

^in^c^thatantigensencapsulateo 

nolvmeric matrix could be formulated asa 
^^^^^ 

* inveu^c^-^ 
24 ^,OM^^>^^^ 
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studies, the applicants were able to measure specific IgG antibodies to ftce 

aud to releared fix-to tmoccncapsulated ttotpMBi. 

fon ^ i uu-se»c < tuicupre^-^-^^»^ 
formuladons using EUSA. Names™, ote stodies aUo documen, use abifit, 
rf^^anfibiouctocBeUantibod,. Selectod, more recent .todies 
wh « finding, are consist with ea*es -fisheries made b, apptants when 
ooudocd* espoiemen* with ampin*, tode* more b, Main e, a>. (1993) 
who desecud specific IgG andbodics GgG and lgG3 subclasses) to the B- 
^ ring to padencs recdving p«ucUli. thetapy. woe* by Nagahun e. a.. 
<„*) which detoctod specific andhadies to cephatoin. a lactam andbiodc 
to „* sere of gutoca Pigs. asto Auci e, at. (.993) who desecled benryl 

specific .gM. IgG IgE, and IgA anbbed, foaming cells in lytnphdd 
ceua of mice given benzyl ,««Jefflo*-Kevhole litnpe, Hemocyanin. 
Puare^ commons of antigen. encapsuUtod wnh poly DtfUcddecc- 

, n-tinPharell Tim mtaoqtberci of tne invention allow 
glycolide) arc described in raasc ^ 

, . . „.*~~, to mucosal surfaces in parades that can he 
for introduction of vaccine anngens to mucosa ^ 

s^^tah-up local, byphag^vdeceds. ^ an approach foe bom 

„„. „nt notarially derive significant 

biologically active agents or dregs that «utpOT=u^, 

^ tetefito fire. dd> ddiresy ay— toemde* andbacmrial agada; 

^ -dibactoaia. PC** ******** ^ 

atdmycode .gem* antreire. agen* andp-raanc age.*, amifitogal; and,-* 

^ tarmtwl pepSde* c*dia««»* agrea; tonnonal 
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K , caidum carbonate; magnesium caibonaie; 
such as aluminum hydroxide; caiaum 

24 diazepam; mcprobamaie; icbuu**- 
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